Introduction {#sec1-1}
============

Acne vulgaris is a chronic inflammatory disease affecting the pilosebaceous unit in the skin. Isotretinoin is a vitamin A derivative is the most effective agent in the treatment of acne. A substantial amount of studies reports of adverse effects of isotretinoin on the skeletal system \[[@ref1]\], \[[@ref2]\], \[[@ref3]\], \[[@ref4]\], \[[@ref5]\]. Namazi and Feily in 2010 suggested that retinoid-induced hyperhomocysteinemia may account for osteoclast overactivity, osteoporosis, and increased risk of bone fracture associated with retinoid use. As a hypothesis, they suggested Daily supplementation with vitamin B12 and folate, which are the cofactors of the enzymatic reactions involved in Hcy metabolism, can lower plasma levels of Hcy and prevent osteoporosis induced by retinoid \[[@ref4]\], \[[@ref5]\].

Accordingly, we reported six patients with nodulocystic acne who reported musculoskeletal pain after taking isotretinoin which successfully treated with daily supplementation of folic acid and B12.

Six patients ([Table 1](#T1){ref-type="table"}) had previously been treated with isotretinoin reported musculoskeletal pain after starting isotretinoin for their nodulocystic acne. Three of them around 20 days, one of them one mouth and the other two patients after 45 days of taking isotretinoin reported the musculoskeletal pain. Four of them reported back pain and two reported leg pain. Two of the patients had the history of taking isotretinoin and musculoskeletal pain which caused them to discontinue the treatment. There was not any other rheumatologic or other past history for all of them. Routine labdates were normal too.

###### 

Patients Treatment and Evolution

  Patient   Sex / Age (yrs)   Follow up   Area of musculoskeletal pain   Time of the pain after starting isotretinoin   History of pain after taking isotretinoin   Response to vitb12 and Folic acid
  --------- ----------------- ----------- ------------------------------ ---------------------------------------------- ------------------------------------------- -----------------------------------
  1         F⁄ 18             8 months    Back                           Around 20 days after starting isotretinoin     Negative                                    Positive
  2         F⁄ 21             6 months    Leg                            Around 20 days after starting isotretinoin     Negative                                    Positive
  3         F⁄ 24             8 months    Back                           Around 45 days after starting isotretinoin     Positive                                    Positive
  4         M⁄ 20             6 months    Back                           Around 30 days after starting isotretinoin     Negative                                    Positive
  5         F⁄ 29             8 months    Leg                            Around 20 days after starting isotretinoin     Positive                                    Positive
  6         F/22              6 months    Back                           Around 20days after starting isotretinoin      Negative                                    Positive

In all patients, we started Folic Acid 1 mg daily and vitamin B12 injection every two weeks until more than 6 months follow up. After two weeks of treatment, the partial improvement was noted, and over the next week, further reduction in musculoskeletal pain was observed and After 6 weeks the symptoms completely disappeared, and all patients continued their treatment until 6 months.

It has been shown that the amino acid homocysteine level is elevated in patients on isotretinoin treatment for acne, which may be due to the inhibition of cystathionine-beta-synthase by the drug and/or the drug-induced liver dysfunction \[[@ref4]\], \[[@ref5]\], \[[@ref6]\].

Higher levels of Hcy have been linked to higher fracture rate in the elderly and have been noted as a new risk factor for osteoporosis. Also, hyperhomocysteinemia has some adverse effects on the extracellular bone matrix by damaging collagen crosslinking \[[@ref4]\], \[[@ref5]\]. Accordingly, we think Daily supplementation with vitamin B12 and folate, maybe by affecting on enzymatic reactions involved in Hcy metabolism, could lower their plasma levels of Hcy and musculoskeletal pain. We suggest our colleagues consider these supplements when a patient suffers from musculoskeletal pain following starting isotretinoin and continue the treatment as well. In the end, the authors concluded that robust trials with more patients are needed to establish the efficacy of Vit B12 and folic acid in the treatment of isotretinoin induced musculoskeletal pain.
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